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GUIDANCE FOR INDUSTRY*

Revised Precautionary Measures To Reduce The Possible Risk of
Transmission of Creutzfeldt-Jakob Disease (CJD) and New Variant
Creutzfeldt-Jakob Disease (nvCJD) by Blood and Blood Products

l. INTRODUCTION

On August 17, 1999, the Food and Drug Adminigtration (FDA) issued a guidance document
entitled, “Revised Precautionary Measures to Reduce the Possible Risk of Transmission of
Creutzfeldt-Jakob Disease (CID) and New Variant Creutzfeldt-Jakob Disease (nvCJID) by
Blood and Blood Products.” FDA issued the guidance for immediate implementation, and
requested that comments on the guidance document be submitted within 60 days of publication
inthe Federal Register of the notice announcing the availability of the guidance.

After reviewing the comments received, FDA has revised the August 1999 guidance by issuing
this document. This guidance provides comprehendve current recommendations, including new
recommendations concerning nvCJD. This guidance is released for immediate implementation.
FDA interprets immediate implementation to mean as soon as feasible, but not later than April
17, 2000.

FDA recognizes that the scientific technology for determining individuas at risk for CID and
nvCJD, and detecting the infectious agents in tissues and in products, is continuing to advance,
and that there may be aneed for future updating of the relevant guidance.

. BACKGROUND

CJD isarare but invariably fata degenerative disease associated with a poorly understood
transmissible agent (1, 2). CJD cases occur at low frequency by an unknown mechanism
(sporadic CID). It may aso be acquired by exogenous (usudly iatrogenic) exposure to
infectious materid; or may be familia, caused by a genetic mutation of the prion protein gene.
Clinica latency for iatrogenic CID may exceed 30 years.

! This guidance document represents the agency’ s current thinking on precautionary measures to reduce
the possible risk of transmission of Creutzfeldt-Jakob Disease (CJD) and new variant CJD (nvCJD) by blood
and blood products and to assure that blood and blood products are not adulterated or misbranded, within
the meaning of the Federal Food Drug and Cosmetic Act, and are safe, pure and potent within the meaning
of the Public Health Service Act. It does not create or confer any rights for or on any person and does not
operate to bind FDA or the public. An alternative approach may be used if such approach satisfies the
requirements of the applicable statute, regulations or both.



In 1996, a previoudy unrecognized variant of CID was described amost exclusively in the
United Kingdom (3), and isreferred to as new variant CID (nvCJD). Although to date only 48
patients have died of nvCJD, the extent of anvCJD epidemic in the United Kingdom cannot yet
be determined. No cases of nvCJID have been identified in the United States. Laboratory and
epidemiologic sudies have linked nvCJID to an outbreak of bovine spongiform encepha opathy
(BSE) in the United Kingdom (4, 5). BSE infection in cattle gppeared in 1980, pesked in
1992, and fdl to low levels by 1996.

On December 11, 1996, FDA issued a Memorandum to al registered blood and plasma
edtablishments and al establishments engaged in manufacturing plasma derivatives entitled
“Revised Precautionary Measures to Reduce the Possible Risk of Transmisson of Creutzfeldt-
Jakob Disease (CID) by Blood and Blood Products.” The memorandum recommended as a
precaution, to quarantine and destroy in-date Source Plasma and plasma derivatives, and in-
date transfusion products prepared from donors who were at increased risk for developing CID
or who were subsequently diagnosed with CID. The memorandum recommended permanent
deferrd of donors with CID or CJD risks, unless, for cases of genetic risk, the donor
underwent genetic testing which did not reved afamilid-CJD associated abnormdity of the
prion protein gene. This document did not make recommendations specific to nvCID. New
FDA recommendations announced on September 8, 1998, specified: 1) reversa of the
recommendation to withdraw plasma derivatives from donors with classc CID or CID risk
factors, and 2) recommendation to withdraw al materia from nvCID donors. These
recommendations were incorporated into a guidance published on August 17, 1999 entitled
“Revised Precautionary Measures to Reduce the Possible Risk of Transmisson of Creutzfeldt-
Jakob Disease (CID) and New Variant Creutzfel dt-Jakob Disease (nvCJID) by Blood and
Blood Products,” which is replaced by this guidance. This document contains changes and
clarifications undertaken as aresult of comments to the August 1999 publication.

A. CJD: Rationale for Not Withdrawing Plasma Derivatives from Donorswith
CJD or CJD Risk

Accumulating epidemiologic information and laboratory studies have indicated that
trangmission of the CID infectious agent by blood productsis highly unlikely. Five
published case-control studies analyzed over 600 CJID cases. None of these studies
showed that blood transfusion increased the risk for CID (6-8). Investigations of
recipients of blood components from known CJD donors have not revealed
transmission of the CJD agent (9, 10), dthough these cohort studies are limited by the
smal numbers of such recipients, epecidly with long-term follow-up, and thus would
only belikely to reved ahigh tranamisson rate. Nationd mortality survelllance
performed by the Centers for Disease Control and Prevention (CDC) indicates that
patient populations with increased exposure to blood or blood products are not at
increased risk for CJD (11). During a 18-year period (1979-96), 4,468 cases of CID
were reported to CDC. When death records were searched, none of these cases were



reported to have had hemophilia, thalassemia, or sickle cell disease. More directed
evauation of personswith hemaophilia have not shown alink to CID. In one study,
brain tissue from 24 hemophiliacs who died with neurologic disease was examined;
none had evidence of CID (12). In a second study, brain tissue from 33 hemophiliacs
in the United Kingdom, who died of various causes was examined, and none had
evidence for CJID (13). Additiond surveillance of cryoprecipitate recipientsis
underway in Seattle, WA. Through 1997, no CJID cases have been reported among
101 patients who, together, received over 238,000 units of cryoprecipitate between
1979-85; 76 of these subjects are dive from 12.5 to 18.5 years later (14). Three of
these recipients were known to have received at least one unit of cryoprecipitate from
donors known to have developed CID.

While epidemiologicd studies have not reveded transmisson of CID in humans by
blood and blood products, and laboratory experiments have demonstrated that
meanufacturing sgnificantly lowers the amount of the CID infectious agent in plasma
derivatives, some |aboratory experiments have shown that blood and plasma fractions
from experimentally infected animas tranamit CJD to recipient animals when directly
injected into the brain (15-17). In two cases, transfusion of blood directly from an
infected hamgter tranamitted disease to the recipient (Transmissible Spongiform
Encephdopathy (TSE) Advisory Committee transcript, December 1998; Paul Brown,
persona communication) (26).

In contrast, other laboratory studies have not supported the transmission of CID
through transfusion of blood. Transfusion of blood units from 3 CJID patients failed to
transmit CJD to chimpanzees (15), and the validity of reported positive transmissonsto
animds using blood from patients with CID has been questioned (17).

Plasma derivatives are unlikdly to tranamit disease in humans because: 1) a CID-
implicated plasma unit would be diluted into alarge plasma pooal, leading to alow
number of infectious unitsin a dose of thefina product, 2) intravenous and
intramuscular inoculation aoneisless efficient than cerebrd inoculation for CID
transmission, and 3) further processing of plasma pools by Cohn fractionation and
manufacturing processes such as column chromatography, precipitation, and filtration,
have been shown to diminish titers of CID-like agents, in spiking experiments using
scal ed-down manufacturing procedures (16, 25) (FDA TSE Workshop, September
13-14, 1999).

B. NvCJD: Current Case Definitions, and Rationale for Withdrawing Plasma
Derivatives From Donorswith NvCJD

NvCJID isdigtinguished from CJD by differencesin dinicd presentation and
neuropathologic changes (3, 18-20). Clinicdly, nvCJD patients have an earlier age of
onset, with mean age at death of 29 years, compared to CID patients, whose mean age



at death is 67 years. NvCJID presents with predominantly psychiatric and sensory
symptoms, and absence of diagnostic EEG changes frequently seenin CID. NvCJID
patients have a more prolonged duration of illness (median surviva 14 months) than
patients with CID (median surviva 4 months) (21). Neuropathologic features of
nvCJID include florid prion protein plagues surrounded by spongiform changes, which
arerardy found in CJD. In addition, prion protein can be detected
immunohistochemicaly in the lymphoid tissues of nvCID, but not CID patients (22).
This observation led to concerns that transmission of nvCJID by blood might be
possible.

Neuropathologic examination of brain tissue is required to confirm a diagnosis of
nvCID. A confirmed or definite case of nvCID is currently defined by the following
neuropathologic findings: 1) numerous widespread kuru-type amyloid plagues,
surrounded by vacuoles, in both cerebellum and cerebrum (“florid plagques’); 2)
gpongiform change most evident in the basal gangliaand thdamus, with sparse
digtribution in the cerebrd cortex; and 3) high dengity accumulation of prion protein,
particularly in the cerebrum and cerebellum as shown by immunohistochemidiry.

In cases where adequate neuropathology specimens are not available, aclinica
diagnosis of “suspected” nvCJID could be made based upon certain atypical clinica
features. Although recommended diagnostic evauations and criteriafor nvCID are
evolving, & present the CDC would classify casesin the United States with al of the
following features as “ suspected” nvCJID:

1. Current age (if aive) or age at death <565.

2. Perdggtent painful sensory symptoms and/or psychiatric symptoms at clinica
presentation.

3. Dementia, and delayed development (>4 months after illness onseat) of
ataxia, plus at least one of the following three neurologic sgns: myoclonus,
chorea, or dystonia.

4. A norma or abnormd EEG, but not the diagnostic EEG changes often seen

in classc CID.

Durtion of illness greater than 6 months.

Routine investigations do not suggest an dternative, non-CJD diagnosis.

7. A higtory of possible exposure to bovine spongiform encepha opathy (BSE),
e.g., having been aresident or traveler to a BSE-affected country from 1980
through 1996.

8. No higtory of iatrogenic exposure to CJD, such as receipt of a dura mater
graft, or human pituitary-derived hormones.

9. The patient does not have a prion protein gene mutation, or, if this has not
been determined, there is no history of CJD in afirst degree relative.

o o



The transmissibility of nvCJID by blood or blood products is unknown, athough
laboratory and epidemiologic Sudies are underway to evauate thisrisk. NvCID
gppearsto be digtinct from classc variants of CID both clinically and biologicaly and
therefore transmissibility cannot confidently be predicted from studies of CID. Until
more is known about the possihility of nvCJID transmission by blood components or
plasma derivatives, a precautionary policy of withdrawal for dl of these productsis
recommended for material from donors with nvCID.

C. Current CJID and NvCJD Recommendations

On January 29, 1998, the Public Hedlth Service (PHS) Advisory Committee on Blood
Safety and Avallability reviewed laboratory and epidemiologic information concerning
CJD transmissibility by blood, as well as the impact of CID-related withdrawa's upon
the supply of medicaly necessary plasma derivatives. Based upon this review, the
committee recommended that FDA condder revising its December 11, 1996 guidance
to the extent necessary to relieve shortages of medicaly necessary plasma derivatives.
Subsequently, epidemiologica and laboratory studies were evaduated by the
Department of Health and Human Services Blood Safety Committee, which determined
at its July 23, 1998 meseting, that the current CID guidance on quarantine and
withdrawa of blood products should be revised. A policy position to modify the
withdrawa recommendations for plasma derivatives was announced by Surgeon
Generd David Satcher, M.D. on August 27, 1998, at a public meeting of the PHS
Advisory Committee on Blood Safety and Availability. It was recommended that
plasma derivatives be withdrawvn and intermediates quarantined only if ablood donor
develops nvCJD and that previoudy recommended withdrawas and quarantines be
discontinued for classica CJD and CJD risk factors. A consstent recommendation was
made available on the Internet by the FDA on September 8, 1998.

United Kingdom residents have an increased risk of developing nvCJID. The number of
people incubating nvCJID in the United Kingdom cannot yet be predicted. The FDA
received additiona advice from the TSE Advisory Committee (25) on December 18,
1998, concerning deferra of donors who have traveled to or resided in the United
Kingdom for a certain period of time, and therefore could have been exposed to the
nvCJID agent. The TSE Advisory Committee recommended deferring such donors, but
requested additiona information concerning the impact of deferras on the blood supply
in order to provide more specific advice about time of resdence in the United Kingdom.
On June 2, 1999, the TSE Advisory Committee reeffirmed its recommendation to defer
donors who have traveled to or resided in the United Kingdom, until more is known
about the potentid risk of nvCJD incubation in such donors and about the ability of
blood to transmit nvCID (26).

Comprehensive revised recommendations based upon the above discussions and PHS
and FDA interna deliberations are contained in this guidance document.



Recommendations for donor deferrd, product retrieval, quarantine, and disposition, and
recipient tracing and notification have been developed based upon consideration of risk
in the donor, risk in the product, and the effect of withdrawals on the supply of life- and
hedlth-sustaining blood components and plasma derivatives. In particular, nvCID is
distinguished from CJD and CJD risk factors, based on lack of sufficient historica and
epidemiologica experience, and lack of available scientific sudies relevant to the
likelihood of transmission of nvCJD via blood components or derivatives.

RECOMMENDATIONS FOR DONOR DEFERRAL
A. Recommended Donor Deferral Criteria

1. FDA recommends that donors who have been diagnosed with nvCID or CID
be permanently deferred.

2. FDA recommends that donors at increased risk for CID (as identified by
questionsin section 111.B.) be indefinitely deferred and appropriately counseled.
Donors are consdered to have an increased risk for CID if they have received
aduramater trangplant, human pituitary-derived growth hormone, or have one
or more blood relaives with CID.

3. FDA believesthat donors who have resded in the United Kingdom (as
identified by questionsin section 111.D.) may be at risk for acquiring nvCID.
Asaprecaution, FDA recommends that donors who have spent six months or
more cumulatively in the United Kingdom from 1980 through 1996 (i.e., from
January 1, 1980 through December 31, 1996) be indefinitely deferred.

4. FDA recommends that donors who injected bovine insulin snce 1980 be
indefinitely deferred unlessit has been established that the product was not
manufactured snce 1980 from cattle in the United Kingdom. FDA has
previoudy recommended that materia from ceattle in BSE countries not be used
in the manufacture of FDA regulated products (59 FR 44591, August 29,
1994). At thistime, FDA recommends that donors known to have injected
insulin be further questioned to exclude the possibility that they received bovine
insulin Since 1980.

B. Recommended Questionsfor Identifying Donorsat an Increased Risk for
CJD

FDA recommends that Source Plasma donors be questioned at the first donation and at
each annual physica examination theresfter, and that \Whole Blood donors be
questioned at the time of each donation. If the donor is not familiar with the term



“Creutzfel dt-Jakob Disease,” it may be taken as a negative response. These questions
are smilar to those in the December 11, 1996 guidance.

Question 1) “Haveyou or any of your blood relatives had Creutzfel dt-Jakob
Disease or have you ever been told that your family isa an
increased risk for Creutzfel dt-Jakob Disease?”’

NOTE: Thismay be asked as one or two questions in order to
elicit complete information regarding afamily history of CID.

Question 2) “Have you ever received human pituitary-derived growth

NOTE: If the donor is uncertain about his or her trestment, the
following question describing human pituitary-derived growth
hormone injections may be asked: “Was the hormone treatment
given repeatedly by injection?’

Question 3) “Have you received aduramater (or brain covering) graft?” This
guestion may be preceded by the more generd, “Have you
ever had brain surgery?’ The specific question needsto be
asked only if the donor responds in the affirmative to the generd
question.

FDA considers that donors who answer “Yes’ to any of the above questions are at an
increased risk for developing CJD.

C. Recommendations Regarding Donor Reentry After Donor Deferral for
Risk of Familial CID

If adonor is deferred because of family history (one or more family members with
CJD), that donor may be reentered if:

1) Thediagnossof CJID in the family member(s) is confidently excluded, or
CID in the family member(s) isiatrogenic, or the family member(s) iSare)
not ablood relative(s); or

2) Laboratory testing (gene sequencing) shows that the donor does not have
mutations associated with familia CID.

D. Recommended Questionsfor Identifying Donorsat Risk for Exposureto
BSE

Note that the United Kingdom is defined as England, Scotland, Wales, Northern
Irdland, Ide of Man, and Channd Idands. Residence in the Republic of Ireland is not



counted as contributing to risk of nvCJID exposure. FDA recommends that, within an
Establishment, current donors need only be questioned once and new donors
questioned at the first donation only.

1. Donorswho have resded or traveled to the United Kingdom

Question 1) Haveyou visted or lived in the United Kingdom
(England, Northern Ireland, Scotland, Wales, the Ide of
Man, or the Channd I1dands) from 1980 through 19967

Question 2) If s0, have you spent atotd time of 6 months or morein
the United Kingdom from 1980 through 19967

FDA recommends that donors who answer “Yes’ to both of the above
questions be indefinitely deferred. These questions may be combined into a
single question which contains dl of the above information.

2. Donors who have been injected with bovine insulin since 1980

No cases of transmission of nvCJID have been reported in recipients of
bovine insulin or other injectable products manufactured in BSE-affected
countries. However, as a precaution, FDA has recommended that material
from cattle in BSE countries not be used in the manufacture of FDA
regulated products (59 FR 44591, August 29, 1994). FDA isaware that
some diabetic patients are importing bovine insulin for persona use.
Additiondly, someinsulin products legdly distributed in the United States
snce 1980 were manufactured from cattle in the United Kingdom. Asa
precaution, FDA recommends that blood donors who have injected bovine
insulin Since 1980, be indefinitely deferred unless it has been established that
the product was not manufactured since 1980 from cattle in the United
Kingdom.

The following question or asmilar question is recommended to be asked of
gpplicable potentia donors:

Question: Haveyou at any time since 1980 injected bovine (besf)
insulin?

Since the above question is only applicable to a subset of potentia donors,
FDA recommends that the question be asked as a secondary question when a
donor responds to a generd medication question that the donor is taking insulin.



Blood establishments should review their policies regarding acceptance of
insulin dependent diabetic patients as donors and their donor history questions
to determineif or a which point in the interview process the above question
should be asked. If the donor answers “yes’ or “don’'t know” to the question,
FDA recommends that the donor be indefinitely deferred, unlessit has been
established that the product was not manufactured since 1980 from cattle in the
United Kingdom.

RECOMMENDATIONS FOR PRODUCT RETRIEVAL AND
QUARANTINE

A. Blood Components

The recommended disposition of blood componentsisthe same for dl of the following:
donors with CJD, donors with CJD risk factors, donors with nvCJD, and donors with
potentid exposure to nvCID (travel or resdence in the United Kingdom for 6 months

or more, cumulatively from 1980 through 1996, or recipients of bovine-derived insulin
since 1980 unless it has been established that the product was not manufactured since
1980 from cattle in the United Kingdom).

1. FDA recommendsthat al in-date blood components under the control of
the Establishment (Whole Blood, blood components, Source Leukocytes,
Pooled Platelets, unpooled Source Plasma) that were collected from the
donor and intended for use in transfusion or for further manufacturing into
injectable products be immediately retrieved and quarantined for subsequent
destruction. An exception can be made for Source Plasma and recovered
plasma based on knowledge that product distributed to a given consignee
prior to acertain timewill no longer exist in the form of unpooled units.

FDA is not recommending the withdrawa and quarantine of classca CID
materidsintended for further manufacturing into non-injectable products,
however FDA recommends that such products be [abeled appropriately (see
section VILA. for labeling recommendations). FDA recommends that
materia from nvCJID donors be immediatdly retrieved and quarantined, but
may be saved for use in research on nvCJD by laboratories quaified to use
this material (see section VI.A. for labeling recommendations). Furthermore,
FDA recommends that Establishmentsimmediately notify the CID
Survelllance Unit of the Divison of Vird and Rickettsa Diseases of the
Centers for Disease Control and Prevention (CDC) at (404) 639-3091, and
the FDA, Director, Divison of Hematology at (301) 496-4396, if they
receive areport of adonor with nvCID.



FDA aso recommends immediate notification of CDC and FDA in case of a
post donation report of a donor with aphysician’s clinica or pathologica
diagnosis of CID and age lessthan 55 years. Donors under 55 years of age
who are diagnosed with CID will beinvestigated and reviewed by FDA in
collaboration with CDC. The purpose of such investigations will beto
assess the likeihood of nvCJD, in order to identify any case which occursin
the United States.

2. FDA recommends that al conggnees should be natified within one week
after receipt of post donation informetion, to immediately retrieve and
quarantine any implicated in-date blood components intended for usein
transfusion or for further manufacturing into injectable products, for
subsequent destruction. NvCJID-implicated materia may be saved for use
in research on nvCJD by qudified laboratories (see section VI.A. for
labeling recommendations).

B. Plasma Derivatives

1. Plasmaderivatives from donors with CID or CJD risk factors, or potentia
exposure to nvCJD (as defined in section 111.A.)

a. FDA recommends that pooled plasma, intermediates, and derivatives
should not be withdrawn.

b. FDA recommends consignee notification for al plasmaintended for
further manufacture into derivatives. An exception can be made for
Source Plasma and recovered plasma based on knowledge that
product distributed to a given consgnee prior to a certain time will no
longer exig in the form of unpooled units. Consignee natification is
recommended in order to effect withdrawa of plasmathat has not
aready been pooled for manufacture. FDA recommends that single,
unpooled units of plasma be retrieved and quarantined for subsequent
destruction. FDA does not recommend retrieva and quarantine of
plasma that has been pooled prior to consignee naotification.

2. Plasmaderivatives from donors diagnosed with nvCID

FDA recommends that Establishmentsimmediately notify the CID
Surveillance Unit of the Divison of Vird and Rickettsd Diseases of the
Centers for Disease Control and Prevention (CDC) at (404) 639-3091,
and the FDA, Director, Divison of Hematology at (301) 496-4396, if they
receive areport of adonor with nvCID.
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a FDA recommendsthat if an Establishment receives a post donation
report of NnvCJID diagnoss, the Establishment immediately retrieve
and quarantine for subsequent destruction pooled plasma,
intermediates, and derivatives, and any other materials containing
plasmafrom the nvCJD donor. Alternatively, materid from nvCID
donors may be saved for use in research on nvCJD by qudified
laboratories (see section VI.A. for labeling recommendations). FDA
recommends againg the use of such materia for non-injectable
products.

b. FDA recommends that, within one week of receiving a post
donation report of nvCJD diagnos's, the Establishment notify dl
conggneesto immediately retrieve and quarantine for subsequent
destruction pooled plasma, intermediates, and derivatives, and any
other materids containing plasma from the nvCJD donor.
Alternatively, this materid may be saved for use in research on
nvCJID (see section VI.A. for labeling recommendetions).

3. Plasmaderivatives from donors with a physician’s dinica or pathologica
diagnosis of CID and age less than 55 years

FDA recommends that Blood or Plasma Establishmentsimmediately notify the
CJID Survellance Unit of the Divison of Vira and Rickettsa Diseases of the
Centersfor Disease Control and Prevention (CDC) at (404) 639-3091, and
the FDA, Director, Divison of Hematology at (301) 496-4396, if they recelve
areport of adonor with aphyscian’sclinica or pathologica diagnosis of CID
and age lessthan 55 years.

Donors under 55 years of age who are diagnosed with CID will be investigated
and reviewed by FDA in collaboration with CDC. The purpose of such
investigations will be to assess the likeihood of nvCJD, in order to consider
precautionary withdrawal of plasma derivatives.

a. Recommendations to quarantine and withdraw plasma derivatives
from such donors will be made by FDA on a case-by-case bagis,
depending upon results of the investigation. Precautionary
quarantine and withdrawd may be advised if avalabdle information is
ambiguous, and does not clearly diminate the possibility of nvCID.

b. FDA recommends that quarantined and withdrawn materia from

such donors should be treated in the same manner as for nvCID (see
section 1V.B.2).
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C. Digposal of Retrieved and Quarantined Products

The transmissible agent of CJD is quite resstant to most disinfecting regimens. Thereis
no current consensus of specific details of decontamination reguirements for blood
products. However, the preferred methods of destruction of CID-implicated materid
are steam autoclaving at 132° C for 1-4 hours, incineration, or treatment with 1 N
NaOH or concentrated sodium hypochlorite for at least 1 hour at room temperature
(23, 24, 27). These treatments are known to diminish, but may not completely
diminate, infectivity.

FDA bdlievesthat blood components and plasma derivatives from donors with nvCID,
or which have been withdrawn because the donor might have nvCJD, may be saved for
use in research on nvCJID by qudified laboratories (see section VI.A. for [abeling
recommendations).

V. RECOMMENDATIONS FOR RECIPIENT TRACING AND
NOTIFICATION

If adonor isfound to have CJID, nvCID, risk factors for CID (see NOTE, below) or if
withdrawd is recommended in cases under investigation for nvCJID, FDA recommends that
Establishmentsidentify blood components prepared from prior collections from that donor.
FDA recommends that the search of records to identify prior collections from that donor extend
back no less than five years, and indefinitely to the extent that computerized e ectronic records
aeavalabile Following identification of prior collections, Establishments should inform dl
consigness (i.e, transfusion services) of previoudy distributed blood components from that
particular donor. Conggnee natification will enable the consignee to inform the physician or
other qudified personnel responsible for the care of the recipient so that recipient tracing and
medicaly gppropriate notification and counsding may be performed at the discretion of care
providers.

In cases of donors diagnosed with nvCJID or donors under investigation for nvCID, FDA
recommends that Establishments inform consgnees of affected plasma derivatives aswell as
blood components.

NOTE: If adonor hasahigory of CID in only one family member, or if adonor isfound to
have risk factors for nvCJD (due to six months domicile in the United Kingdom from 1980
through 1996, or due to injection of bovine insulin), FDA recommends consignee notification for
the purpose of quarantine and disposition of in-date blood components (see section 1V.A.).
However, FDA does not recommend consignee natification for the purpose of tracing and
notifying prior recipients



VI.

LABELING RECOMMENDATIONS

A. Labding of Implicated Productsfor Research or Intended for Further
Manufactur e into Non-I njectable Products

FDA recommends that blood components from donors with CJD or who are at
increased risk for CJID or exposure to nvCJID, intended to be used in research or
manufacture into non-injectable products, be appropriatey |abeled with the following
satements.

1. “Biohazard’;

2. “Collected from adonor determined to be at risk for CID”; or “ Collected
from a donor diagnosed with CID”; or “Collected from a donor with
potentid risk of exposure to new variant CID”; and

3. “For laboratory research use only”; or “Caution: for use in manufacturing
non-injectable products only.”

FDA bdlieves that blood components from donors with nvCJD should not be used
for further manufacture into non-injectable products. However blood components
and plasma derivatives from donors with nvCJID or which have been withdrawn on
a case-by-case basis for suspicion of nvCJID, may be used in |aboratory research
on nvCJD by qualified laboratories. FDA recommends that these products be
labeled with the following Satements:

1. “Biohazard”;
2. “Collected from adonor with new variant CID”; and

3. “Only for laboratory research on new variant CJD”.

B. Labeing of Non-Implicated Products

No transmission of CJD or nvCJID by human blood components or plasma derivatives
has been documented to date. However, as a precaution, FDA recommends that all
blood components and plasma-derived products include labeling to address the
theoretical risk. Because dbumin has never been known to transmit vird diseases, and
because |aboratory experiments suggest that abumin isless likely to contain CID-like
agents than other plasma fractions, FDA believes that a more specific statement may be
provided in the package insert for abumin and products containing abumin.,
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1. For Whole Blood and blood components, FDA recommends the Circular
of Information be revised to include under “ Side Effects and Hazards,” the
following statement:

“Because this product is made from human blood, it
may carry arisk of tranamitting infectious agents, eg.,
viruses, and theoreticaly, the Creutzfeldt-Jakob disease
(CID) agent.”

Until the circular is revised, this statement may be inserted or attached to the
current circular.

2. For plasma-derived products other than albumin, FDA recommends the
package insert warning section be revised to include the following
Satement:

“Because this product is made from human blood, it
may carry arisk of trangmitting infectious agents, eg.,
viruses, and theoreticaly, the Creutzfeldt-Jakob disease
(CID) agent.”

3. For plasma-derived albumin, FDA recommends the package insert warning
section be revised to include the following satement:
“Albumin is a derivative of human blood. Based on
effective donor screening and product manufacturing
processes, it carries an extremely remote risk for
transmission of vird diseases. A theoreticd risk for
transmission of Creutzfeldt-Jakob disease (CID) dsois
congdered extremely remote. No cases of transmission
of vira diseases or CID have ever been identified for
abumin.”

4. For products containing plasma-derived abumin, FDA recommends the
package insart warning section be revised to include the following statement:
“This product contains albumin, a derivative of human
blood. Based on effective donor screening and product
manufacturing processes, it carries an extremdy remote
risk for transmission of vira diseases. A theoretica risk
for transmission of Creutzfeldt-Jakob disease (CID)
aso is considered extremely remote. No cases of
transmission of vird diseases or CID have ever been
identified for dbumin.”
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VIil. IMPLEMENTATION OF RECOMMENDATIONS

The recommendations contained in this guidance may be implemented without prior gpprovd
from the agency. FDA recommends that Establishments implement this guidance as soon as
feasble, but not later than April 17, 2000. Licensed Establishments implementing these
recommendations should submit in their annual reports (21 CFR 601.12(d)) a Satement
indicating the date that revised standard operating procedures (SOPs) consstent with the
recommendations have been established and implemented. If Establishments eect to use an
insert to incorporate the language recommended in this guidance (until the Circular of
Information is revised), the annua report may aso reference the date of use of theinsart. Inthe
event that a Blood Establishment eects to use other wording, FDA requests the Establishment
to submit the labeling in accordance with 21 CFR 601.12(f)(2). FDA further requests
manufacturers of plasma-derived products to submit labeling changes in accordance with 21
CFR 601.12(f)(2).

If amanufacturer of blood components or plasma-derived products believes that an aternative
approach to the recommendations contained in this guidance document would provide
equivaent protection, the manufacturer isinvited to discuss the approach with FDA.
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